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Case definition
For the purposes of epidemiological surveillance and according to the European surveillance network's criteria, TB case were defined as any patient who is prescribed TB treatment and complied with this until the expected time of completion, except if they died or presented serious side effects. Patients who restart TB treatment after more than one year are reincorporated into the case registry. Patients being treated for non-tuberculous mycobacteria are not considered cases [14] .
Definition of immigrant
Person born in a foreign country.
Definition of geographical area of origin (Area of origin)
Cases were grouped into the following seven geographical areas based on their country of origin and their representation in the city: Latin America, India-Pakistan-Bangladesh, the Maghreb, high-income countries, Eastern Europe, the rest of Africa, and the rest of Asia.
Variables
We included the following socio-demographic variables (sex, age, area of origin, and district of residence), risk factors (homelessness, imprisonment, alcoholism, injecting drug use (IDU), HIV infection, and smoking), and clinical characteristics (type of TB, radiology, multidrugresistance (MDR), resistance to rifampin and isoniazid, CT, directly observed treatment (DOT), and treatment outcome (TO): cured, treatment completed, died, lost to follow-up, transferred, other. The rate of successful treatment (ST) is defined as the sum of cured individuals plus those who completed treatment divided by the total number of patients, expressed as a percentage.
Statistical Analysis
Rates were calculated per 100,000 population. To calculate incidence rates, the denominator was the population of Barcelona born outside Spain, and also according to their geographic area of origin, as recorded in the city's municipal census during the entire time series [15] .
We performed a descriptive analysis for the different variables by calculating proportions. Age as a quantitative variable was characterized by the median and interquartile range. Categorical variables were compared using the χ 2 test. A p-value of <0.05 was considered statistically significant. The trend in the time series was calculated by fitting a line, and a p-value of <0.05 was considering statistically significant. All analyses were performed using the SPSS Statistical Package, version 13.0 (SPSS Inc, Chicago, IL, USA).
Results
Number of cases, distribution according to age, sex and sociodemographic characteristics Table 1 shows the incidence of TB in the period from 1991 to 2013 according to geographical area of origin, and highlights the preponderance of men (65.7%; p <0.001), except among those from Latin America, where the percentage in each sex was similar. According to age group, the highest percentage was observed in individuals aged 25-44 years, with a similar distribution in men and women (40.7% and 41.1%, respectively). The Ciutat Vella district had a higher burden of disease (33.3%), especially among people from Pakistan, India and Bangladesh (Table 1) .
The highest average incidence was recorded among individuals from Pakistan, India, Bangladesh (675/100,000), followed by those from Africa (329/100,000), while that among individuals from high-income countries was only 30/100,000 (Fig 2) .
In relation to age, over 70% of cases were aged 20-49 years and the maximum incidence was observed among 20-to 29-year-olds. Notably, the average annual incidence in this age group decreased from 249/100,000 in the early years of the study to 77/100,000 in recent years (Fig 3) .
Risk factors and clinical features
According to area of origin, cases from Eastern European countries and high-income countries had a higher frequency of risk factors such as a higher proportion of homelessness, history of imprisonment, alcoholism and smoking (Table 2) .
Regarding clinical characteristics, 58.1% of cases (n = 1909) had pulmonary TB, with the highest frequency observed among Eastern Europeans (77.3%). The most common type of extrapulmonary TB was lymphatic, with 638 cases (19.4%), followed by miliary TB, with 169 cases (5.1%), and osteoarticular TB, with 81 cases (2.5%). Notably, patients from the Indian Age years:
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Latin subcontinent had a high percentage of extrapulmonary forms (49.8%), with lymphatic TB being the most common form in this group (337 cases, 38.6%). Latin Americans and Eastern Europeans had more cavitated and smear-positive forms People from Eastern Europe also showed more resistance to rifampicin (5.8%) and isoniazid (17.5%), and more MDR (4.5%) ( Table 3 ).
Outcomes of treatment and directly observed treatment
The rate of ST for the entire study period was 84%, with a 17.6% improvement between 1991-1999 (69.9%) and 2000-2013 (87.5%) (p<0.01). There was 14.3% loss to follow-up during the first period, decreasing to 4.7% during the second period (p<0.01). The cure rate increased from 1.2% to 28% among individuals from all geographic areas of origin from 2000 to 2013. Table 3 shows the percentage of patients in DOT for each geographical area. Overall lethality was 3.6% and showed a decreasing linear trend during the study period (p<0.01). Lethality was 6,4% for the period 1991-1999, decreasing to 2.9% during the period 2000-2013. Results for each geographical area are shown in Table 3 .
Contact tracing (CT)
CT coverage increased from 56.8% in 1991-1999 to 81.4% in 2000-2013 (p<0.01). This percentage improved in all geographic areas during the second period, ranging from a 6.1% improvement in patients from Eastern Europe to a 30.6% improvement in those from Pakistan-India-Bangladesh. The lowest coverage was observed among Maghrebi patients and the highest among Latin Americans (Table 3) .
Discussion
In this study, we found that the incidence of TB among immigrants in Barcelona decreased significantly during the study period, with an average annual decline of 3.5% since 2000. Following the incorporation of CHWs and TBCUs, there has been a significant increase in ST and CT coverage. While incidence remains high, it should be noted that much of the immigrant population arrived less than ten years ago. The Ciutat Vella district in the city centre, which is the most socio-economically disadvantaged and has a high prevalence of immigrants [2, 16] , has the highest incidence (mean 125.9/100,000 in the last 11 years) and is the area where most of the population from Pakistan, India and Bangladesh have settled. Therefore, it is recommendable to maintain and improve active case-finding mechanisms, DOT and CT in all areas of social interaction [17] .
As observed in New York [18] , London [19] and Paris [20] , TB is more common among men. Men may have a higher prevalence of latent TB infection and greater exposure to conditions that favor development of the disease, such as alcoholism, smoking and precarious working conditions [21, 22] . Among Latin Americans however the prevalence was similar among men and women (48.9% and 51.1%, respectively), possibly because Latin American migration to Spain has mainly been led by women [23, 24] , unlike for other communities such as Pakistan and Maghreb. In terms of age group, the most affected were those between 15 and 44 years, similar to reports for immigrants in New York and London [18, 19] . In this young adult working-age population, the effects of the migration process may ultimately provoke development of the disease as a result of endogenous reactivation or recent infections in the destination country. It is important to note that incidence has declined in this age group over the years, and is now more similar that in natives. This profile of high TB incidence in individuals of working age corresponds to that of a country or large city that has still not achieved good control over the disease. The trend is positive however, considering that there has been a decrease over time in the incidence of recent infections in this age group (Fig 3) [25, 26] . While the observed incidence decreased during the study period thanks to better control and monitoring by the PPCTB, the number of cases among immigrants increased from the year 2000 onward. This is due to the massive influx of immigrants from low-income countries with a high incidence of TB. However, since 2008 the economic crisis may have contributed to lower immigration and thus a reduction in the number of cases. The highest incidence recorded during the entire period was observed in young adults from Pakistan, India and Bangladesh. This phenomenon may be associated with the high burden of disease and low socioeconomic status of people from these countries. The overall rate among immigrants in 2013 (53.4/100,000) was higher than that observed among immigrants throughout the country for the same year (31.8/100,000) [27, 28] , and much higher that reported for the entire EU population (12.7/100,000) [29] . In our case, the active surveillance carried out in the PPCTB would have an effect, allowing practically all cases diagnosed in the city to be registered.
The joint analysis of sex, age and risk factors such as homelessness, history of imprisonment, alcoholism, HIV infection, IDU and smoking, shows that men, young adults, and those from Eastern Europe, the Maghreb and high-income countries have a higher frequency of risk factors and thus greater vulnerability and management complexity [30, 31] .
Pulmonary TB is the most common form in immigrants [18, 19, 20] , as observed in this study. However, we observed a high percentage of cases with extrapulmonary forms from Pakistan, India and Bangladesh (49.8%), whose clinical management is more difficult and who contribute less to disease transmission. However, this percentage is higher (74.7%) for the whole of Spain, probably because in some regions not all cases of extrapulmonary TB are reported [32] . Regarding radiology, we observed a high frequency of cavitary forms in people from the Maghreb, Latin America, Eastern Europe, and the rest of Africa. This may be related to greater diagnostic delay, even among individuals from countries who speak the same language, such as those from Latin America.
The percentage of MDR-TB cases observed in immigrants in this study was much lower than for other regions [33, 34] . The percentage of resistance in people from Eastern Europe was especially high for isoniazid, reflecting the high prevalence of resistance in this region. There was a downward trend in the percentage of patients with TB/HIV, which did not appear to affect the epidemiology of TB in the city. This may be due to better control of coinfection, the increasing effectiveness of antiretroviral drugs, and the low prevalence of HIV infection in countries like Pakistan, India and Bangladesh which together with Latin America, represent 63.9% of all TB in this time series.
The percentage of treated and cured cases was high throughout the study period (84%). This percentage was almost equal to that observed in natives, and meets the current WHO targets for the EU. We also observed a significant improvement of 17% for the period 2000-2013, which was not the case for EU as a whole [13] , or for neighboring regions. The percentage of cases lost to follow-up decreased by 9.6% during the second period.
A high percentage of the contacts of smear positive cases were investigated and treated, and we observed a 43.9% increase in coverage between 1991-1999 and 2000-2013. However, more work is needed to improve the exhaustivity of CT and ST in patients from Africa and highincome countries, who more often live alone or form part of groups at risk of social exclusion.
We observed a clear decline in lethality during this period, with an annual average of 1.9%. While the percentage was higher for high-income and Eastern European countries, lethality did not exceed 10% for any geographic area. Since 1987, the PPCTB and its PHNTs have achieved good indicators in monitoring and tracking patients and the contacts of native patients [12] . From 2000 onward, coinciding with the massive influx of immigrants from endemic countries [35] , and following international [36, 37, 38, 39, 40] and national [41] recommendations, the program has gradually incorporated CHWs that act in coordination with PHNTs, doctors, technicians and other social and health agents, especially those in the TBCUs. The actions of the CHWs have helped improve treatment adherence, the search and location of patients and their contacts, access to the health card for free care, and control of outbreaks in family, work and leisure contexts [42, 43] . However, there have been considerable difficulty in monitoring and tracking contacts from Eastern Europe and the Maghreb. This is one of the few studies that have been conducted in the immigrant population in a major European city. It is a population-based epidemiological study with a long follow-up period, and is based on an extensive, very reliable and refined TB database that has systematically collected data on the country of origin of each patient since the beginning of the PPCTB in 1987. However, this study has various limitations, including difficulty in precisely determining the denominators of the immigrant populations. The city's municipal register does not exhaustively record immigrants country of origin, and many irregular immigrants, fearing deportation, probably do not fully disclose their data to the public administration. Hence, these incidence rates should be considered an approximation to reality because the available register may not accurately reflect the number of residents born outside Spain. Also, the number of migrants at risk during the period 1991-1999 was lower than that for the period 2000-2013, which may have influenced the high rates reported in the first period. Another limitation of the study is related to risk factors, namely the fact that the program's epidemiological survey does not collect data on BMI (body mass index), and therefore we could not provide results on this.
Conclusion
Immigration, especially massive immigration, is a challenge for TB programs, which must adapt to immigrants profiles according to their regions of origin. The adaptation of the PPCTB to these new challenges has allowed significant progress in the control and surveillance of the disease in immigrant groups over time. However, the results of our study demonstrate the need to continue encouraging monitoring and control activities, especially in immigrants from endemic countries. There is a need to maintain and improve active case-finding and tracking systems for both cases and contacts. In our case this was possible through coordinated intervention by PHNTs, case managers, CHWs, clinical units, and other health stakeholders, as well by promoting research and development in TB [35] .
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